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Sir: 



SgATEMEH^ BY PETESl MICH&EX, WATERHOUSE UNDER 37 C.T.R._ $1.324(b) (1) 



I, Peter Michael Waterhouse, hereby state as follows: 

1. I understand that I am being added as an inventor of the subject 
matter claimed in the above-identified patent, 'the claims of 
which are attached hereto as Exhibit X. 

2. The error in failing to name me as an inventor, occurred without 
deceptive intention on my part. 

I hereby declare that all statements made herein of my own knowledge 
are true' and that all statements made herein on information and belief 
are believed -to be true; and further that these statements were made 
with' the knowledge that willful false statements and the like so made 
are punishable by" fine or imprisonment, or both, under section 1001 of 
Title 18 of the United States Code, and that such willful false 
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■3^*m<3ra«mfcgs fee t&m Claima : 

Please amend the claims of the subject patent pursuant to 37 
C. F. R. § 1 . 530 <d) {2} : 



1-3. (Canceled) 

4. (Amended) An isolated [genetic] doubl e-stranded dna 
construct which is capable of delaying, repressing or 
otherwise reducing the expression of a target gene in an 
animal cell which is trans feet ed with said [genetic] 
do u bl e - stranded DNA construct, wherein said [genetic] 
double -stranded DNA construct comprises at least two 
identical copies of a structural gene sequence and each 
4.. d^.D t± .^ al copy of said structural gene sequence is 
separately placed under the control of a promoter which 
is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence which is 
substantially identical to [at least] a region of said 
target gene, wherein at least one identi cal copy of" said 
structural gene sequence is placed operably in the sense 
orientation under the control of an individual promoter 
sequence, and wherein at least one other identical copy 
of said structural gene sequence is placed operably in 
the antisense orientation, under the control of another 
individual promoter sequence . 
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(Amended) An isolated [genetic] do uble-st rand ed P1NIA 
construct which is capable of delaying, repressing or 
otherwise reducing the expression of a target gene in an 
animal cell which is transfected with said [genetic] 
double- stranded DNA construct, wherein said [genetic] 
double-st randed ON A construct comprises at least two 
Ident ical copies of a structural gene sequence, wherein 
said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to [at least] a 
region of said target gene, and wherein said at least two 
identical copies of said structural gene sequence are 
placed operably under the control of a single promoter 
sequence which is operable in said cell, wherein at least 
ons l. ( j-g-Q-t..l..c a.l copy of said structural gene sequence is 
placed operably in the sense orientation under the 
control of said promoter sequence, wherein at least one 
other A^e mtical copy of said structural gene sequence is 
placed operably in the antisense orientation under the 
control of said promoter sequence, and wherein said at 
least one identical copy of said structural gene sequence 
that is placed in the sense orientation, relative to said 
promoter and said at least one ide ntical copy of said 
structural gene sequence that is placed in the antisense 
orientation relative to said promoter are spaced from 
each other by a nucleic acid stuffer fragment. 
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6. (Five Times Amended) An animal cell comprising the 
[genetic] doub^_gt randed DM A construct of [any one of] 
claim [s 1-2 or 3- ] 5. 

7 • ( Pour Times Amended) A method of delaying or repressing 
the expression of a target gene in an animal cell, 
comprising transfecting said animal cell with a [genetic] 

^i^ll^traiwed DMA construct, wherein said [genetic] 

double- stranded DMA construct comprises at least two 
ide nt le al copies of a structural gene sequence, wherein 
said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to [at least] a 
region of sard target gene, and wherein said at. least two 
identic al copies of said structural gene sequence are 
placed operably under the control of a single promoter 
sequence which is operable in sard cell, wherein at least 
one identical copy of said structural gene sequence is 
placed operably in the sense orientation under the 
control of said promoter sequence and whe r ein at least 
g.ng....Q..thQi- identical copy of said structural gene sequence 
jil— £^Eg^^E^£g^Ly..-..4: n . fc h ^ anti sense oriental 1 o n under the 
control of said p rom oter sequence , wherein said identical 
£QEL „9X-g.aid structural gene sequence that is placed i n 
,tJlg^g.P.g. e .. orientat i on relative to said promoter and said 
Ig.ff.P. fcigal copy of said structural gene sequence that is 
gi gged... in t he anti sense o r ientat ion r elative to said 
promote r are spaced from each other by a nucleic acid 
stuffer fragment , 



8-9. (Canceled) 
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10, (Three Times Amended) A method of delaying or repressing 
the expression of a target gene in an animal cell, 
comprising expressing in said animal ceil a [genetic] 
double- st ran ded DNA construct, wherein said [genetic] 
d QubXe- stran ded DMA construct comprises at least two 
.identical copies of a structural gene sequence, wherein 
each identical copy of said structural gene sequence is 
separately placed under the control of a promoter which 
is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence which is 
substantially identical to [at least] a region of said 
target gene, wherein at least one ide ntical copy of said 
structural gene sequence is placed operably in the sense 
orientation under the control of an individual promoter 

sequence, a nd wher ein at leas t_on_e_c^ ji e r ...,i,dentica 1 cop y 

Q^-^^i^_3^EM^.LLy al . gene s equenc e is placed operab _l i y_J : n 

tJlg^jyitis^g e orient ajtion_jmd^^ f another 

iji d.lv i dual pro mo ter sequence . 

11. (Five Times Amended) The isolated [genetic] double- 
stranded DMA construct according to [any one of] claim[s 
1, 2 or 3-] 5^ wherein said region of the target gene is 
{20 to] 30 nucleotides long. 



(Four Times Amended) The method according to [any one of] 
claim [ s] 1 [-9 or 10]^ wherein said region of" the target 
gene is [20 to] 30 nucleotides long. 
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13* (Five Times Mended) The isolated [genetic] double- 
stranded DMA construct according to [any one of] claim [s 
1, 2 or 3- J 5, comprising two identic al copies of said 
structural gene sequence. 

14. (Five Times Amended) The isolated [genetic] double- 

.g .y a n. de d PNA construct according to [any one of] claim [s 

1, 2 or 3-] 5^ wherein said region of the target gene is 
[at least] more than 30 nucleotides long. 

15. (Five Times Amended.) The isolated [genetic] double- 
strand ed DN A construct according to {any one of] claim [3 
1, 2 or 3-3 S,_ wherein said structural gene sequence 
comprises a nucleotide sequence that is identical to said 
region, of said target gene, 

16. (Five Times Amended) The method according to [any. one of] 
claimfs] 7 [-9 or 10], wherein said [genetic] double- 
stranded DNA construct comprises two iden tical copies of 
said structural gene sequence . 

17. (Four Times Amended) The method according to [any one of] 
claimts] 7 [-9 or 10], wherein said region of the target 
gene is [at least] more than 30 nucleotides long. 

18. (Pour Times Amended) The method according to [any one of] 
claim [5] 7 [-9 or 10], wherein said structural gene 
sequence comprises a nucleotide sequence that is 
identical to said region of said target gene. 

19. (Amended) An animal cell comprising the [genetic] double- 
stranded DMA construct according to claim 11. 
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20. 


(Amended) 


An 




stranded 


DMA 


21 . 


{Amended ) 


An 




stranded 


DMA 


22 . 


{Amended) 


An 




stranded 


DMA 



[genetic] double- 



±2-: The isolated double-stra nded DNA construct according to 

claim 5, w he rein the nucleic acid stuffer fragment is a 
I'ggueg ce ..of 10-5_ 0_jgucleojy i: dje^ 

lib The method according to claim 7, wherei n th e nucleic acid 

staffer fragment is a segue n ee of 10-50 nucleotides. 

gJL^-JThg -..A:.-?ol.g_t ed . double-stranded DMA construct according to ' 

5 wherein ^ the nuc lei c acid staffer .fragment is a 

gi^^flp fe °f 5 0- 100 nucleo tides^ 

26 » meth od according to claim 7 , wherein the nucleic acid 

^i lgr. fragment is a sequen ce of 50-100 nucleot ides 

27 ...- The iso l ated do uble-stranded DMA construct acco r ding to 

glgAg 5r w herein the nucleic acid stuffer fragment is a 
sequence of 100-500 nucl e otides. 

The method accordin g t o claim 7, wherein the nuclei c acid 

stuf fer fragment is a sequence o f 100-500 nucleotides. 

2jLt An animal cell comprising th e double- stranded DNA 

construct of claim 4 , 
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.!Q- The Isol ated double-s tranded DNA co nstruct according to 

claim 4, wherein said re gio n,, of the target gene .is 30 

n ucleo ^tidies lon^ 

3 1 • Jl ci region of 
tMlar ge t g e Il^A^^Q^H£j^gH ^ ides 1 on.^ 

!iL^_ The ^^a ted, .double-stranded DMA construc t according to 

claim 4 r compris ing two identical copies of said 

claim 4, wherei n said _EgSi2LQL^iJ^ r 9 et gene is mere 

?. 4 ...- .The Isolated doubl e -strand ed DMA construct according to 

g. a id . struct ur al gen e s eqt i e nee c o mp rises 

.■ §.„^ucleotid e se quence that is identical to said ...region of 

jJL-_ T he method according to c laim 10, whe rein said double- 
stranded DMA construct comprises two identical copies o£ 
sa id stru ctural gene sequence. 

^g-- ^. ttlod acccu£g^n^_to_cJi^im 10, where i n s aid region of 
. t . he .. tar get gene is more than 30 nucleot ides long. 

37 The method according to claim 10, w herein said structural 

gene sequence co mprises a nucleotide sequence that is 
identi ca l to said region of said target gene 

UL An animal cell comprising the double-stranded DNA 

construct a cco rding to claim 30, 
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jit; Ml gnirna l ._ggLLL_gQ^ t randgd_ DMA 

conatru£t_^ccord^ 



j^L^^Ag.^i-. , cell co m^rt^ 

gQ-jl gt. r uct a c eo rd i _n_g_to_ jg 2AH!L^lj^ 



An , a illlMA^^LgiJL. co mpris i jlgL-.-Jlhg_._^ _pNA 

constrc fgt accordi ng to claim _34^ 



